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Fig. 2b 
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(A) GIP 



(B) Tyr'-glucitol GIP (C) GIP(3-42) 
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Fig. 6 HPLC traces showing 
DPPIV degradation of GIP 1-42 
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Fig. 7 HPLC traces showing 
DPP IV degradation of GIP 
(Abu 2 ) 



TIME ( min ) 



SUBSTITUTE SHEET (RULE 26) 



■D gt 93 .7 6 8 'Za^IMPH 



WO 00/58360 



PCT/GB00/01089 



10/32 



n 





Oh 


GIP (Sar 2 ) 






V 



i i u t s a i « 

TIME ( min ) 



3 
E 




TIME ( min ) 




0 <! a * I 3 « 

TIME ( min ) 





TIME ( min ) 



Fig. 8 HPLC traces 
showing DPPIV 
degradation of GIP (Sar 2 ) 
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Fig. 9 HPLC traces 

showing DPPIV 
degradation of GIP 
(Ser 2 ) 
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Fig. 10 HPLC traces showing 
DPPIV degradation of N- 
Acetyl-GIP 
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Fig. 1 1 HPLC traces showing 
DPPIV degradation of 
glycated GIP 
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Fig. 12. HPLC traces showing human plasma degradation of GIP 
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Fig. 13. HPLC traces showing human plasma degradation of GIP (Abu 2 ) 
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Fig. 14. HPLC traces showing human plasma degradation of GIP (Sar 2 
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Fig. 15 HPLC traces showing human plasma degradation of GIP(Ser 2 ) 
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Fig. 16. HPLC traces showing human plasma degradation of glycated GIP 
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Fig 1 7 Graph showing the effects of various concentrations of GIP and GIP (Abu 2 ) on insulin release 
from BRIN-BD 1 1 cells incubated at 5.6 mM elucose 

□ 5.6 mM glucose control 
■ GiP(Abu 2 ) 
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Values are means ± S.E.M. for 12 separate observations. >< 0.05, "P< 0.01, ~P<0.001 compared to control (5.6mM 
glucose alone). A P<0.05, "P<0.01, "'PO.OOl compared to GIP (Abu 1 ) at the same concentration. 
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Fig 1 8 Graph showing the effects of various concentrations of GIP and GIP (Abu 2 ) on insulin release 
from BRIN-BD 1 1 cells incubated at 1 6.7 mM glucose - 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, "P< 0.01, "*P<0.001 compared to control {16.7 mM 
glucose alone). fl P<0.05, "PO.01 , ^PO.OOl compared to GIP (Abu 1 ) at the same concentration. 
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Fig. 19. Graph showing the effects of various concentrations of G1P and GIP (Sar 1 ) on insulin release 
from BRIN-BD1 1 cells incubated at 5.6 mM glucose 
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Values are means ± SJE.M for 12 separate observations. *P< 0.05, **P< 0.01, "*P<0.001 compared to control (5.6mM 
glucose alone). A P<0.05, W P<0.0] , ^PO.OOl compared to GIP (Sar 2 ) at the same concentration. 
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Fig. 20. Graph showing the effects of various concentrations of GIP and GIP (Sar 2 ) on insulin release 
from BRIN-BD1 1 cells incubated at 16.7 mM glucose 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, "P< 0.01, *"P<0.001 compared to control (16.7 mM 
glucose alone). *P<0.05, "P^.OI, '"PO.OOl compared to GIP (Sar 2 ) at the same concentration. 
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p[p 21 Graph showing the effects of various concentrations of GIP and GIP {Ser 1 ) on insulin 
6 ' from BRIN-BD1 1 cells incubated at 5.6 mM glucose 
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Values are means ± S.E.M. for 12 separate observations. >< 0.05, "P< 0.01. ~P<O.00t compared to control (5.6mM 
glucose alone). 4 P<0.05. "p<0.01, "*P<0.001 compared to GIP (Ser 2 ) at the same concentration. 
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Fig. 22. Graph showing the effects of various concentrations of GIP and GIP (Ser 1 ) on insulin release 
from BRIN-BD1 1 cells incubated at 16.7 mM glucose 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, "P< 0.01. "*P<0.001 compared to control (16.7 raM 
glucose alone). *P<0.05, "PO.01, *"P<«.001 compared to GIP (Ser 1 ) at the same concentration. 
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Fig. 23 Graph showing the effects of various concentrations of GIP 1-42 and 
N- Acetyl GIP 1 42 on insulin release from BRIN-BD11 cells incubated 



at 5.6 mM glucose 



8 



O 



I 



6- 



5 - 



4- 



3 - 



2 - 



1 - 



□ Control 

□ GIP 1-42 

■ N-Acetyl-GIP 1-42 



Control 



AA 




10-13 1(r 12 lo-ll 10 -10 ID" 9 10- 8 
Peptide concentration ( M ) 



SUBSTITUTE SHEET (RULE 26) 



WO 00/58360 



PCT/GB00/O1O89 



26/32 

Fig. 24 Graph showing the effects of various concentrations of GIP 1-42 and 
N-Acetyl-GEP 1-42 on insulin release from BRIN-BD11 cells incubated 

at 16.7 mM glucose 
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Fig. 25 Graph showing the effects of various concentrations of GIP 1-42 and 
glycated GIP 1-42 on insulin release from BRIN-BD1 1 cells incubated 

at 5.6 mM glucose 
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Fig. 26 Graph showing the effects of various concentrations of GIP 1-42 and 
glycated GIP 1-42 on insulin release from BRIN-BD11 cells incubated 

at 16.7 mM glucose 
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Fig. 27 Graph showing the effects of various concentrations of GIP and GIP (G)y 1 ) on insulin release 
from BRIN-BD1 1 cells incubated at 5.6 raM glucose 

j~] 5.6 mM glucose control 
■ GIPfGly 2 ) 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, "P< 0.01, "*P<0.001 compared to control (5.6mM 
glucose alone). *P<0.05, "PO.01, *"P<0.001 compared to GIP (Gty 2 ) at the same concentration. 
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Fig. 28 Graph showing the effects of various concentrations of GIP and GIP (Gly 1 ) on insulin release 
from BRIN-BD1 1 cells incubated at 16.7 mM glucose 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, "P< 0.01, "*P<0.001 compared to control (16.7 mM 
glucose alone). 4 P<0.05, **P<0.01, "*P<0.001 compared to GIP (Gly 2 ) at the same concentration. 
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Fig. 29 Graph showing the effects of various concentrations of GIP and GIP (Pro 3 ) on insulin release 
from BRIN-BD1 1 cells incubated at 5.6 mM glucose 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, "P< 0.01, ***P<0.001 compared to control (5.6mM 
glucose alone). A P<0.05, "P<0.01, ^P^.OOl compared to GIP (Pro 1 ) at the same concentration. 
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Fig. 30 Graph showing the effects of various concentrations of GIP and GIP (Pro 3 ) on insulin release 
from BRIN-BDi 1 cells incubated at 16.7 mM glucose 
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Values are means ± S.E.M. for 12 separate observations. *P< 0.05, **P< 0.01, "'PO.001 compared to control (16.7 mM 
glucose alone). fl P<0.05, "PO.Ol, ***P<0.001 compared to GIP (Pro 1 ) at the same concentration. 
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